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ftJ8^W>S:(Pharinacokinetic)*«ffiSf^ffl^)B**l*. BWwHUT«, tt$ 

-t^s ( raftcX4tontB¥ • &!TSfl2flEj sgviisaiUafflSfPffl 10 7I, to 



i 



WO 01/78681 PCT/JPOl/03228 



2 



WO 01/78681 



PCT/JPOl/03228 



*wrF«»fctf wft»fcftaMWT* ^ c y p 3 a 4 

c * ofwsn* i ommtmmom. x«c y p 3 a a shifts i ox« 

t C Y P 3 A 4 K ck 0 «»*n*»ffl*©W©. »* I- < fe^««JfflSf^ffl©@ 
^*ft*^W(Phariiacokinetic)Ji**«S^fflft®»r*fc»©ttfflK:H^ 
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locate .fc-^Tf^wsstt s 



, XJiCYP 3A4*H*-r*l©**^CYP 3 A4IC«t0«W*nS 
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KOMOff* L<fev>|t*«itt^W(Pharmacokinetic)&lll#'ffiSfPffl*iaj8T 

*fti»*CYP3A4CJ:0ttllf*n51©*«l^ffliOM. XteCYP 3 
A4£IS§-f S 1 £>HI$l£:CYP 3 A 4 «fc 9ttiH$ftS0fffl3g<0H<0. fr^L- 
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<DCYP 3 A4K«fc*ft»£E£-r$ 1 OliWCckS. 0fffl3S©lfil4 J 2ig'\©*? 

m¥fttz&yift3.ftft&®i&?%i3&izmi-z>. &\z, *»9itt, i 

* 

♦ ► 
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lOftffilHIlT* «*ftW*CYP3A4CJ:DftI*n*I« 
^tfeOH, XttCYP3A4i:i0ft»S'nSl»i:CYP3A4€ItTS 

(Phar«acokiiietic)tt«Sffffl*iaar*fc*©ttfflCPIT*. *»91tt. 

t a S f£ ffl £ @ S "t § ft #> © $ ffl "C * * - 
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^W(Pharnacokinetic)«i:*»*SfPffl&ia»-r*^feK:Hr*. 
ft»£ftS*<»fc**©M*' XttCYP3A4l:iOWn$i«li:CYP 3 
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SRiR, M, «||tXtt»ffi»cHLTni;ill»*f>JfflT*lll»i:A»©M©ff* 

9SE^Sa^JS#fcS#-rs^<»:^e.^S, th^Ci3^T»CYP 3 

*58WH*3^T, HftteEfffflttt. H«iilfi^W^:(Phariiacokinetic)**ffi 

BPS, *«5© (a) KIR, (b) (c) ttHi&tf (d) 
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ftmzn&L, mwmzwxr v>&^.ftmm\i ^ns. 

felgt^St)©^h^o-AP 4 5 0 (CYP) T*&5o lt#lM¥lft& 
JH»liSfPffl©*9 7 0 %#Si$l©ftm£©<*&fc©T'&D, ^-©?-£ 9 5 %J^± 

tETZifi, $ThMM<nftMlzmmtJi'&%l*W:JtLT^Z<Dtf, CYP1A2, 
CYP 2 C 9, CYP2C19, C Y P 2 D 6 RZSC Y P 3 A 4 I£t>« 

in i;*hmi© c y p Ccfc o «wsnsa»©3t<»d<, e> ©ftw#*±-esi 

£ LfcJi^fctt. -t©S*tt**©*"t« CYP ^©SSlttt «fc 0 gfc* *>©©, 

^a©cYPc^UTH*^ffl*wr*ai«it)#fiE"r«. 

CYP 1 A2fC«k0^i»$n5lSltta^CYP 1 A 2 *B#T**#li: L/Ttt, 
X^7^'J>, *7x<>, 7x^-fe^>. i705^7$>> -fS7 , 7 5>, 7 

;ujJ**u-5 >, v>tfxA> 7P-tffc°x 7*p 7^ y □-;!/, 7p/\°7x/x 

^DJU'/^UVX ^7UX 7tf7$y7x>, ^">^>-fehD>, ^7/1 

C Y P 2 C 9 (Ccfc 0 ttHf $n5H#lRtf C Y P 2 C 9 ZmmTZMVot LTtt, 
^D7it^. ^7°n^-b>, <77*P7x>, h!o*5/*A, 7;WI/t*7P 

^>?7^b\ 7*Ut!-7b\ ^U*fc?'Jh\ 7;i/7 7'J>, P+)-;U^>, h^-fe 
5H, KP^tV-Jk f /^y*A, /7itAl. 7^7 7 71^/-^ 
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urn*? znz. 

CYP 2 C 1 9CJ;gftW;*n*2g&£tfC YP 2 C 1 9 £EE£"f 5£$<i: L 

v/ut^-jk *#/wt^-;k ^y^Z-Jk 7>v7^/-;k 7o 

75 h U >. /7D57 P 7$>. <5y^5>, 5s9n7?A* 

C Y P 2 D 6 K cfcOttiltSnSlSltlRtf C YP 2 D 6 £ISST3l£$l£: LTtt. 

7d/ui;>. 7U*^r-h\ x>*^f-H. 7s/t;ux-r>, 

-;k 7D77yo-jk 77 7d-;k ^yho-jk tftf>h*D-;k 7 
;u7W □— ;k ts)v^ju-)i. tT'uv^x <>h'7S>. 97Jtt>* 

7 7tfyJk ~-fe;k^U>, U7^'Jb*>, S^U^X ^7xty>, 7 
/? D 5775>, /;Uh'J7^'J>. 75h'J7*f l J>, -T5^75> v 

Ao*-fe^>. 7;i/^-+-fe^>. T7Pf'J>, /\'>777 + y>. 7;k#*-tf 

/7D5t77>, ->/fy>, hu>m^mi ZtlZo 

CYP 3 A 4 IC <fc 0 RfflStlZMtyJlkZSC Y P 3 A 4 SPIRTS 31 tit LTtt. 
7>7i>^-Jk 7i>^-ik 7;U7x>7-;k n;*K>. yth'Dnf 

hD l/7> h*V^ 7y7P7^y>, -fh73t ( /-l ^ h 3 7^/— ;k 
7*77 X 5^/7A. hU777A, 7;U7 P ^ , /7A, v^-fcfAA, vOUfx 
A. 7iDyfcf>, -7xxtf>. -h^>vlf>. 7AD-7tf>. <77yH 

>, x^-7tf>. -yjk7tf>, r;k7tr>, ^7'JyJk >w 

5^7-ifA. ^/t;=jk 77f$V-Jk f^7ity>, D7*5». ->7P 
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X#'J>, *£n'JAX, ^A°v-r->>, 7St^D>, S?Vi;55H, UK* 
7°DA7x/>> ^-v>, -f57°^5>, 7^HJ7^UX 7P^7° 

#;U/\*v-t:fc?>, ihX^y^F, HJ>*S>:*>. x>A'7^>, p/U^ 

U^+irJk n^->7iX **7-;k fc*>7^7^>, t*>7U7^>, 

^;U7V K-7n>, 7D7*7:i;k 7^7, 

fUH, 7M$F, *>^>-fehP>, +> i h-trhP>, ->-tf7*U b\ =Uk^7 

fii, 48(6), 1427-1431. l999/*IWf4^^. 14(9), 951-960, 1999). 

#j;U£. cyp 3 A4\z£Qftmt£tiz>mmmmiz£0ttmm§$:oi-fz>m 

-7^^Sn^S-5?lCD^5T^C YP 3 A4^ItT5^, CYP 3 A 4 Tf^fW 
$n§y^P7^'J >-£>77nU AX, 5^7^A. h'J77^A, ^71^ 

7>t!y>ttCYP3A4. CYP2C9, C Y P 2 C 1 9 U '7iy 

tr>. 7;t-77'J>, x7-t*/\%, ~>7p7^u>. vvtf^aK, mu7^5 

(b) |g#i(7)®iRCWr5fflSf^ffl 
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*«3&«ffffl-r*i8«t^»±&«ia±©n^*36fflff (**U7-) ^it 

t5i:t7 7KD*^©Mt 5it 3 nx ^ 3 . 

£. 

(c) »<D#«MT£*I5fEffl 

HSfeffi&SSHTSGJfc. jlgi§y<Dm^X&6<7)X, leii^ltl^ii 
tt, ^^S^*****^*!.* W^-tf. 7^7 7'J>> h^7^5 

f>77Xf>, f>^J7f>, F*yjut*~>>, xh#vF> **v-;k 

-fcfA, ~7xvtf>, -^;UvtT>. ->i7aX^ , J>, ^^O'JAX, 7-fe7h 
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y^fOX xXhXxP>, ^A°5Jk v;k^7ilA, X"7xvtf>. 7i 

Dvtrx xhu>~>*tf>, -*;uvtf>. v^dx^u>, ^^o'Jax. 7 

XD^y>, n+y7i>, f^7ityX ^□^□7y>, t'j7*D 

(d) **o»«K:MTaffi2fpffl 

*OTj&»50SftJR#iWWS*i*. 
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t^mfrJP8fr5Kc>^T^Tf3t£Bji-f 3. fib. #^0^tJiiii:>7;xAte. 

(1) BtPS^tfji'J^Wi 
M^, 41 (6), 35-38, 1999/^0^(0^.. 178(8). 441-444. 1996) „ 
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HJ$&P#ra&£jrr*. KtRJSiBIfJS (Pharm Tech Japan, 4. 1415-1422, 1988) (DTE 
S (time-control led explosion system)-^, ffliSM^ 

(Chen Pharm. Bull.. 1 1,3036-3041, 1992) <D&®&faW&fr*>t£Z>WL&*fc7kftm 

t%7*)VjH »o*«i3^n« »c l t ttta s n * . t MAtiiag 

I5W *. Scherer DDS(Pharm. J. , 247, 138, 1990® Pulsincap UEtfmf 

mommwmLxmm^ta^ti^o mmmrnm, 19, 392-399. 1994) onmiz 

<Dk YuVfrW&ttfC? 

;U»JK#iIS£PSM a ?/*^(Eur. J. Pharm. Biopharm. , 40. 246- 
250. 1994) ©k FD^y^OlfJMfJl'tJkD-XHIS Chronotropic DDS-^, 
^^^(Chem. Pharm. Bull.. 43, 31 1-314. 1995) cDHtraW^K k h'o + ylf 



HQ Off S L < ft HffiSfPffl S EHttT S & tf>H '> X x A i: L Tffl H S £ £ tfl 
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(2) Tffl*8{tffJ*ffl*l»Sfll 

T««ft**aiM»i:tt' rtK«C«»J*«IIIIIR^/XttlSJI»T»«lfl2*K: 

fflsns. */W;*"*¥ (Science. 233, 1081, 1986)Rto^7v^(Pharmaceut ical 
Research, 9 (12), 1540-1545, 1992) <D Azoaromat ic polymer m^MW<D7"/M7t 
»*Kl«koT»#*n«it*f«]ffl"rS'>^5 t A^. *^(#^¥5- 
50863) Rtf 7 7^ 7*;l/^^^(Pharmaceutical Research. 10(10). S21 8, 1993) (ft 
Polysaccharide 1*3 HUB 0 0 -#7 7 h S/^— tftCfcO^WSn*^ tSrffl 
Ufcy^fA, #H8a*(#M 3 M-217924)<&* b1f7£ffl^£* hlH -if I" J: 
9#JS?£ft5->7xA#W btl5, X?*^ 
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(Proc. Int. Symp. Control. Rel. Bioact. Mat. . 17, 130-131. 1990) <Djzmmz&&r 

jett*. fflBA(HK^Bi*9 5/2 8 9 6 3^)©, m^mm^mm bx^m 

X&gft \Z%km Zttiii? z> -> * t- a t* $> s . 

m\> tomnmmzm^x, %mz'<£?T, mommmi, mnmvtnmz 



(a) MM <D im \zm? ZttZ ft ft <Disl°M is 7>t I* 

CYPtC<k*H«l^llt©ia¥**fife*CYP 3 A4H 

17 



» 



WO 01/78681 PCT/JPOl/03228 

P3A4©»tlO^V»@l. *S»Tttffl£-&S /jNJ!i±g|50CY 

(c) m«i©^flf»wH-r*ffis^ffl©iHifi->XTA 
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otic, «*«fctt»«**^T«wr**«. *wmznz<Dnmmuz\z 
uTon®mtu®mx«mm?z?->^9>^ h*&h»9 5/0 3 3 0 



50U 
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* 

VLWt3=.JV79> lllft. HPMC 2 9 1 0 311ft. #'JyM-h 
8 0 0. 5gftgB£^PP**> • (8 : 2) 8 5. 5 

5 0 0 kg/ft«6. 5mm, -SiftO 1 5 OmgORftSUfc. fflfc* 
jffUX^Vrt+lM h* (Polyox® WSR303) 6 2. 5mgt7^P^6 0 0 
0 18 7. 5mg«UMnr«*U ftlfttU *ifrk:«te£EKU 
jU^U^SrfflV^TfT^JE 1 0 0 0 k g/f^TfiHI 9 . 5 mm, -«*fc0400 
mg (tttt3-A^> 2 0mg) ©*5BW©W8ttt*»!jfibfc. 



5?;i^7ifA<fnttttli*<«0) i o 0S»gB(cT^D=f-;i/6 o o o 5 

Ollft&SSiJDU fttt+TJiR^U *-f;P^U^«l*fflVJTfl"ttJBE5 0 0 kg 

7 . Omm, -ft2b&0 15 0mg©«teS#fc. S'JK, ^'Jlfl/ 
V^IM K (Polyox® WSR303) 1 2 5mgtTi7DJ-Jl/6 0 0 0 1 7 5m 

IT^ffi 1 0 0 0 k g/ttT'SSl 0. Omm, — &.$>Tz 0 4 0 0 m g <D%.%W<D 



>rh3^7-;U (Sigma tt) 1 0 0 llftfc'J >3Wt 1 0 0llft£$2nU 
Mfr+Tffi'&U Jl/^U^**ffl^T*IttflE5 0 0 k g/ffTlg8. Om 
m,-&£fc9 2 0 Omg0&f££t#fc.BUK,#UX^U>:**1M F (Polyox® 
WSR303) 1 5 0mgt7?U^-;i/6 0 0 0 1 8 0 mg £?Li* + "t?££U 
flJgfttU *<L>H&&£EfiU ^< ;U7UX£ffllr>TfTteJE 1 0 0 0 k g/ 

1. Omm, -fcfcfcD 5 3 0mgO#f89i®W«te8l£M>SUfc. 
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jj|3Z/t^> HPMC 2 9 1 0 #»JV;U^-h 

8 0 0. 5ii^^y^OD/^> • (8 : 2) 8 5. 5fi* 

5 0 0 k g/ffT-atI8mm, 1 7 0mg©*tt*»fc. S'JK, #'J 

X^l/>:t*lM K (Polyox® WSR303) 1 5 0 m g f?? n 6 0 0 0 1 

8 0mg£?L#+Tfi£U U +&fc*tt&E«U ;M*;l/7U*«: 

JB^TflteEEl 0 0 0 kg/Mi 1 1mm, -Ifc&fcO 5 0 Omg 

-irhH^-y-;H 0 0mgt^X>i?5 0 m g S^Ut^Tii^U ^"-f 1/ 
iM H (Polyox® WSR303) 1 5 0ragt7^D^6 0 0 0 1 0 Oraglt 
1 0 0 0 k g/tfTit&l 0mm, H£*fc0 4 0 0mg©*5S9J©*r**ffll£ 

ft V» h 3 i- ♦/-;l> 0» tftttfteT L * © K «K*H£T1" 3 . ±3B £ S ftfc & 
6 D-y=>123 ©ElBttHJlMW 

fi'#7 1 Ofrb 8 4 o^m©y >a°u;u5 o o gji^SftffltAngi 

^n(~6ff2 4 0 g£7K-x*y-^ (3 : 1) ®«« 7 2 0 gfc»*L 
tz®MZ»mbUtfibv-y$> 1 2 3 3 0 0 g *5 «fc 7 T )V& 5 0 0 g(Og 
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>^SJCAtl, uni:^K7^ybRS3 0D 16 8gC> ^i^25g> 
^X>^h UX^;U5 g43ctt>'7ic2 3 4 g^UXTzn-^^ >?m&6 0gOi& 

a-y2.yi 2 3^^*112 8 0 g£t#fc. 
'&t>ntcm\te. D-yS > 1 2 3 0#Hfc^flXOtfcm£4P#P B 1@mig£i*5 

UXtCT*Tt£m2 5 0 kg/mcTtt&U tt^mmO&SO^Mt/io *tt«fc 
*-f b?*rv b 9 E/t Ho**>^n \Z)V*?)\rtfrn-X (4:1) OX*/- 
^/*»«(6 4:2 6(IM)) fc3-^>*UfcfcC*, 2 0mgOlit| 

z\z6.omg<Dmmmar$>otc. zomuz^ b?*v b*L/9)w/t 

X>m b 'JX^-;U (6:3:1) OI^y-;U/**« (17: 1 (S*»)) £ 
□ j-ytf\stztZ.?>, 2 6mgOfifi*ti)nT'&o/c. 

£ O 5£ * (si M ? & * O & ^ £ b X 99 K b & . 

%mm i mthum 

KSOOmlW. B»*ffltt*tt*2fc (AK;W£) CJiOfrofc <*F* 
^:2 0 0 rpm). MM«t*>7'U > if *ff > 7* U + © 

3 X A*7°* > * U V f£lC«fc 0 L fc. 
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(ttft»«0Sl«) 

JUi=#A® a) (PH3) to. 2mg/ml <D«gfcfc5«fc"5 W 

$3&, HPMC 2 9 1 0 £ = ^V^ACDHtefii^&aU SPS4ffl^<i:Ufc. 

H3) TO. 5mg/ml©iSt:/^J;^^^ Lfc. 
<£»1) 

«2 0l*Mlft*l/fcttK-^* (n = 6) 5^79A**«P«M* 

\zm*mm* jn*t s ^7 h p l c/u vsi: j: o* 

(H&2) 

«2 0P*Mlft<tl/fcttt:-^;^ (n = 6) £, 3-n^>M«P«4-ffl 
7KM£MP£^r/>x£fflV>T*£P&4 (lOmg/BE) Lfc. £#3 0# 
5y77A»Dfi4ffl*»« (4mg/EE) SiPS4ffl7>f^ffl^T 

^»/7A*flE*HPLC/UVSsCJ;0MSUfc. 

(mm 3) 

Rtttti8»J**3 Om 1 tb<ht)(l^PS4 (2 Omg/E) Lfc. 84 3 

K, S^'/7^W8aa4ffl*»« (4rag/E) Sr&Pfi^fflV^xfcffl^ 

= ^/7Ai^^HPL c/UVffil;:«fc0ill!J3£Lfc. 
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(»*) 




10. 9 ± 7 . 3 
* : p<0.05 1 ) 



(AUC) j^ffiNSUiKft**. fffc&JBflSfcwkfc (SI) . 



CiroJ^S^, C YP 3 A4 iZ&Zm— 



£ ^^jlOB#PS^ttJ^J«5^ 4 /7A^/JNfli^CYP 3 A 4 tick 

©jflL*jig*s«J:^AUC*«aiK$nfc. 



3 

CYP 3 A4lC«fc£ft!H£E#TS*J^7-tfAfcCYP 3 A4l:«k0 
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(1) 3^/7AaW&n8#ffl#8St : 5 ^/7A&*HK (f£ n n n£ : K 
Jl^ftA® ^, Roche ttttifi. UliW»KIR5E) (PH3) TO. 
2mg/mLOi«l:»5J;5Pl8ft, HPMC 2 9 1 0*5^;5A©=iI 

iiinu ISP8:4fflifc£Lfc. 

(2) 5>;i^7HfA£W«P«M7k»tt : 5W^7-tfAS2 Omg/mL©I 

(M4) 

tt2 Ol^Wlftftbfcitb;-^;^ (n = 3) IC, 5^7^A^W^PS#ffl7K 
»«t*«n«^ffl!/>5 s *fflV^X«a«-^. (4mg/E) Lfc. mmm 
K|»K»JK^5«Jfc*miJlll»t5^y7A«ft*HPLC/UVffiC«kO«3£ 

'»2 0I^MK5ALfc*tlf-^;^ (n = 3) IC, y^Tt'A^lPS^ffl 
7K»J8E*liPt9:4ffly>xS:ffl^T«Pa# (2 0 0 Omg/EE) U liTOCS 
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